wo 2005/013800 



1/4 



PCT/US2004/022698 



o o o 
o T— CO to 
1^ in T- T- 

T- CO LU Ui LU Ui 
O to C/) CO CO C/) 
lU UJ >- >- >- >- 

CO O 5^ 5^ i^: 




_ CO 

T- CO 'r- Z 

ZJ ^ CO 3 -1 

2 U. U. O Z O 

CO q: a: < CO 2 



f# 




O < C-> S 

2 Q- to to Q_ 

< u 1 _J X CO 

CL CJ CL Ol CD X 




PTCH 
GLI 
SHH 
IHH 



PTCH 
GLI 
SHH 
IHH 



PTCH 
GU 
SHH 
IHH 



CD 

in 

CM 



<^ CO O ^ T- _ 

OcoXh-OOcocoO 



+ 

CO 
JZ 

o 

i= r- S CO 

iir_iui-o550!i:5o 
coQxxxcocooa:co-j 



tn 



c 

o 
o 




o 
o 



CO 
00 



PGK 






5? 




CO 






PTCH 


■ 


GU 




SHH 




iHH 





PTCH 
GLI 
SHH 
IHH 



FIG. 1 



wo 2005/013800 



2/4 



PCT/US2004/022698 



PTCH mRNA+ 



> 

o 
to 

o 

tr 

o 



■o 
a> 
hj 

"to 
E 

o 
c 



PTCH mRNA- 



Esophagus Stomach Bil Pancreas^ All 



i 



i 



Site 



Esophagus 


Stomach 


Bil 


Pancreas | 



□ 3.0 pM— Tomatidine 
S3.0nM^._ , 



o c 

JO o 

> Si 



300-1 



200- 



100 



PTCH mRNA^- 



I I PTCH mRNA-l 



11 



^ r> uj CO r: 

13 ro < 'r- Z3 

2 Ul >. UJ z 

M) O W C/> 



O tn u> O 

z _r ^ Q. 

< Q. OL X 

Q. CQ 



CO >— o «> 
r > to lO 



to to - 

to O O T- 

HI to _J 

^ ^ O Q ^ 



Esophagus || Stomach 


Birl 


Pancreas | 


All 



FIG. 2 



wo 2005/013800 



3/4 



PCT/US2004/022698 



10^ 

c 
o 

> 



3: 
o 



4097 ^ir^ 4192 
" 2464 



1664 1517 
934 



Stomach (n=9) 



Pancreas (n=13) 




fC. - +-+-+-+- + - + 

rr i~o ^ tr> cn m 

CO 0> lO to U? CO 



c 



>< 


X X 


X 


X X 






a. 


Q- CL 




PTCH 






PTCH 




mRNA+ 






mRNA- 



, ^ 400 



^ -c 200 
^ O 



0 

-100 



Cyc- 



X 
CL 



X X 

Q. a. 



FIG. 3 



wo 2005/013800 



PCT/US2004/022698 



4/4 



a 

8 n 



> ^ 1 



0> TO 
Q. O 



ShhNp(25nlVI) 
Cyc (3 jiM) 



□lOpg/ml [CtlAb] 
PO.I pg/ml ^^^^ 
&|10 pg/ml 



+ + + + 



2- 



<i> 
o 

Q> 

TO 
> 



. - control Ab > ''""'^ 




24 

hours 



48 




O C 



300 



200 



100 



-100 



I 



X X X X X X 

Q. Q. Q. Q. a. Q. 

4— PTCH mRNA + ► PTCH mRNA - 



0.8 



15 



o 

o 



^ J, 



ShhNp (25nM) 
5E1 MAb 
(O.nig/ml) 



- + - 


+ 










PX18 




FX 169 


jPZp53MED1 


PTCH 




PTCH 


1 PTCH 


mRNA+ 




mRNA- 


1 null 



FIG. 4 



